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LISTING OF THE CLAIMS 

The following listing of claims will replace all prior versions, and listings, of claims in 
the application. 

Listing of claims : 
Claims 1-5 (cancelled) 

Claim 6 (previously presented) A method for treating arthritis comprising 
administering to a patient suffering from arthritis an effective antiarthritic amount of a 
MEK inhibitor, wherein the MEK inhibitor is a compound of Formula I 



Ri is hydrogen, hydroxy, Ci-Ca alkyl, Ci-Cg alkoxy, halo, trifluoromethyl, or CN; 
R 2 is hydrogen ; 

R 3 , R4, and R5 independently are hydrogen, hydroxy, halo, trifluoromethyl, Ci-C 8 
alkyl, d-C B alkoxy, nitro, CN, or «(0 or NH)nr(CH 2 )n-Rs, where R<> is 
hydrogen, hydroxy, COOH, or NRioRn; 

n is 0-4; 

mis 0 or 1; 

Rio and Rn independently are hydrogen or Q-Cg alkyl, or taken together with the 
nitrogen to which they are attached can complete a 3-10 member cyclic 
ring optionally containing 1, 2, or 3 additional heteroatoms selected from 
O, S, NH, or N-Ci-Cg alkyl; 

Z is COOR7, tetrazolyl, CONR^R 7 , CONHNRiqRiw or CH 2 OR 7 ; 

R« and R 7 independently are hydrogen, C]-C 8 alkyl, C 2 -C 8 alkenyl, C 2 -C 8 alkynyl, 
(CO)-Ci-Cg alkyl, aryl, heteroaryl, or C 3 -C l£ >cycloalkyl optionally 
containing one, two, or three heteroatoms selected from O, S, NH, or N 




I 



wherein: 
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alkyl; or R<s and R? together with the nitrogen to which they are attached 
complete a 3-10 member cyclic ring optionally containing 1,2, or 3 
additional heteroatoms selected from O, S, NH, or N alkyl; and wherein 
any of the foregoing alkyl, alkenyl, aryl, heterocyclic, and alkynyl groups 
can be unsubstituted or substituted by halo, hydroxy, Ci-C 6 alkoxy, amino, 
nitro, C,-C 4 alkylamino, di(d- C 4 ) alkylamino, C3-C6 cycloalkyl, phenyl, 
phenoxy* C3-C5 heteroaryl, or C3- C5 heteroaryloxy; 
or a pharmaceutical^ acceptable salt, ester, amide, or prodrug thereof. 

Claim 7 (previously presented) The method according to Claim 6 wherein the MEK 
inhibitor is a compound selected from: 

[4-CWoro-2-(lH-tetrazol-5-yl)"phenayl-(4-iodo-2-methyl-pheriyl)-amine; 

(4-icKto^2-methyl-phenylH2-(l^^ 

[4-nitro-2-(lH-tetrazol-5-yl)-phenyl-(4-iodo-2-methyl-phenyl)-amine; 

4- Fluoro-2-(4-iodo-2-methylphenylamino)benzoic acid; 
3,4,5-TrifluorO"2-(4-iodo-2-methyl-phenylamino)-benzoic acid; 
3,4-Difluoro-2-(4-iodO"2-methyl-phenylamino)-benzoic acid; 

5- Bromo-3 > 4-difluoro-2-(4-iodo-2-methyl"phenylamino)-benzoic acid; 
5-Chloro-2-(4-iodo-2-methyl-phenylamino)-benzoic acid; 

Sodium 5-ChJoro-2-(4-iodo-2-methyl-phenylamino)-benzoate; 
5-Bromo-2-(4-iodo-2-methyl-phenylamino)-benzoic acid; 
2-(4-Iodo-2-methyl-phenylamino)-5-nitro-benzoic acid; 

4- Chloro-2-(4-iodo-2-methyl-phenylamino)-benzoic acid; 
2-(4-Iodo-2-methyl-phenylamino)-benzoic acid; 

5- Fluoro-2-(^-iodo-2-methyl-phenylamino)-benzoic acid; 
S-Iodo-2-(4-iodo-2-methyI-phenylamino)-benzoic acid; 
2,3,5-Trifluoro-4-(4-iodo-2-methyl-phenylamino)-benzoic acid; 
2-(4-Iodo-phenylamino)-5-methoxy-benzoic acid; 
5-Methyl-2-(4-iodo-2-methyl-phenylamino)-benzoicacid; 
2-(4-Iodo-2-methyl-phenylamino)-4-nitro-benzoic acid; 
2-(4-Bromo-2-methyl-phenylamino>4"fluoio-benzoic acid; 
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2-(2-Bromo^iodO"phenyIamino)-5-nitro-benzoic acid; 

2-(4-Bromo-2-methyl-phenylamino)-3,4-difluoro-beiizoic acid; 

5-Chloro-NK2-hydroxyethyl)-2-(44odo-2-methyl-pheny 

4-Huorch2-(4-iodo-2-Tnethyl"phenylainino)-benzaiiu 

4-Fluoro-2^4-iodo-2-methyl-phenylamino 

N-Ethyl^flacnxK2<4-iodo-2-methyl-phen^ 

4-Ruoro-2-(44odc>2Hmethyl-phOT^^ 

4- Fluoro-2-(4-iodo-2-methyI^ 

5- Bromo-2K4-iodch2-methyl-phenylamino)-benzamide; 
5-Chloio-2-(44odo-2-methyl-phenyIminno 

[5-Chloro-2-(4~iodo-2«methyl-phenylairuno)-beiizoy]ai^no]-acetic acid; 

4- Ruoro-2-(4-iodo-2-methyl-pheTiyIainino)-N-propyl-ben2:aniide; 

5- Bromo-N<2-hydroxy-e±yl)-2-(4-iodo~^^^ 
N^-Diethyl^flaoro-2-(4-ioda-2-methyl-phenylamino)-benzamicte 
4^Huoro-N-{3<4^2-hydroxy^thyl>pip&razin-l-yl)-propyl}-2-(^ 

phenylamino)-benzaniide; 
N^-Diethyl-2-(4-iodo-2-methy]^^^ 

N-Butyl^fluoro-2-(4-iodo-2-methyl-phenylannno)-benzainide; 
5^hJoro-N,N-diethyl-2-(4-iodcH2-ra^ 
5-Bromo-2-(4-iodo-2-methyl-phenylan^ 
5-Broino-3 1 4-difluoro-N-(2-hydroxy-ethyl>2-(4^iodo-2-methyl^ 
benzamide; 

N-(23-Dihydroxy-propyl)-3 t 4-difluoro-2-(4-iodo-2-inethyl-phenylam 
benzamide; 

5-Bromch3,4^ifIuoro-2-(4-iodo-2"methyl-phenylamino)-N-(2-pi^ 

ethyl)-benzamide; 
3,4-Difluoro-N-(2-hydroxy-ethyl>2^^ 
N^2,3-Dihydroxy-propyl)^fluoro-2-(4-to^ 

benzamide; 

3,4-Difluoro-N^3-hydroxy-propyl>2^(4-iodo-2-methyl"phenylam^ 
benzamide; 
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5-Bromo-3,4-difluoix>-2-(4-iodo-2-methyl-phenylainino>N^ 

ethyl)-benzamide; 
5-Bromo-3,4-difluoro~2-(4-iod^ 

ethyl)-benzamide; 

4- Fluon^N-(2-hydroxy^thyl)-2-(4-iodo-2-methyl-phenyl 

5- Bix>niD-N<3-dimethylaii^ 

phenylamino)-benzamide; 
5-Bromo-3,4-di£luoro-2-(4-iodo-2-methyl-phenylami 

ethyl>benzamide; 
3>4-Mfluoro-2-(4-iodo-2-methyl-phenylamino)-N-(2-morpholm 

benzamide; 
3,4-Difluoro-2-(4-iodo-2-methyl^ 
benzamide; 

3,4-Difluoro-2<4-iodi>2-metbyl-phenylamino 

benzamide; 
N-(3-Dimethylamino-propyl)-3 t 4^ 

benzamide; 

N-BenzyM-fluon)-2-(4-iodo-2-methyl-phenylaniino)-benzanu 
2<4-Bromo-2-methyl-phenylamino)-3/^ 
benzamide; 

4^Huoro-2<4-iodo-2~meftyl-pheny]amino>^ 

benzamide; 
4-Huoro-2-(4-iodo-2-methyl-phenyl^ 

benzamide; 

3,4-Difluoro-2-(4-iodo-2-methyl-phenylamino)-N<3-piperidin-l-yl-pro^ 
benzamide; 

4-Huoro-2-(4-iodo-2-methyl-phenyIamino)-N-(2-thiophen-2-yI-ethyl)- 
benzamide; 

4-Huoro-2-(4-iodo«2-methyl-phenylamino)-N-(2-pyrTOlidi 
benzamide; 
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2-(4-Bromo-2-methyl-phenylamino>3,4-diflaoro-N-(2-moiph 

benz amide; 
5-Bromo-3 9 4-difluoro-2-(44odo-2^ 

benzamide; 

3,4-Diflucffc>-2-(4-iodo-2-methyl-phenylamino)-N-pyrid^ 
2-(4-Bromo-2-methyl-phenylamino>^ 

benzamide; 
4-Fluoro-2-(4-icKio-2-methyl-phe 
4-Huoro-2-(4-iodo-2-methyI-phenyl^ 
2K4-Bromo-2-methyI-phenylairrino)-3,^ 

benzamide; 
2-(4~Bromo-2-methyl-phenylam^^ 

benzamide; 

2-(4-Biomo-2-methyl-phenylamino>3,4-difluoro-N-(2-pym 
benzamide; 

4- Huoro-2-(4-30do-2-methyJ-phenylamino)-N-phenethyl-benzamide; 
2<4-Bromo-2-methyl-phenylamino>3,^^ 

benzamide; 
2-(4-Bromo-2-methyl-phenyIamino^ 
benzamide; 

2<4-Bromo-2^iiethyl-phenylamino)-3Adiflu^ 
2-(4-Bromo-2-methyl-phenylanuiio^ 

benzamide; 
5^hIon>-N-{344~(2-hydroxy-e^ 

phenylamino)- benzamide; 

5- Ruoro-N-{3-[4^2-hydroxy^thy^ 

phenylamino)- benzamide; 
2-(4-Iodo-2-methyl-phenylamino>-5-nitro-N-pyridin^-yl methyl-benzamide; 
5-Bromo-N-{ 3-[4-(2-hydir>xy-eft^ 

phenylamino)- benzamide; 
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5^1oro-N-(2^ethylamino-ethyl)-2-(4-io^^ 

benzamide; 
5-Chloro-2-(4-iQdcH-2-methyl-phenylanm^ 

benzamide; 
(3-Hydroxy-pyiroHdin-l-yl)-[2-(4^^ 

methanone; 
5-CMorcK2-(4-iodo-2-i]^^ 

benzamide; 
5-Bromo-N<2-diethylamino-et^ 

benzamide; 
N-{2-D3isK2-hydioxy^thyl)-aminoH^ 

phenyl amino)- benzamide; 
N- { 2- [Bi s- (2-hydrox y-ethy])-amino]-ethyl } -5-bromo-2-(4-i odo-2-methyl- 

phenylamino)- benzamide; 
N-{3-[4-(2-Hydroxy-ethyl)-piper^^ 

phenylamino)- benzamide; 
5«FluoTx?-2-(4-iodo-2-methyl-phenylamino)-N-pyridin^ybneth 
5-Bromo-2-(4-iodo-2^thyl-phenylamino>^ 

5-Bromo-2-(4-iodo-2-methyI-pheny]amino)-N-(2-piperidin-l-yl-ethyI)- 

benzamide; 
5-Huoro-2<44odo-2-methyl~phenylamino 

benzamide; 

5^hloro-N-(3-dimethylamino-propyl)-2-(4-iodo-2-methyl-phenylami 

benzamide; 
N-{2-[Bi$-(2-hydix>xy-ethyl)-amino]-e^ 

phenylamino)- benzamide; 
5<^hlort>-N-(3-hydroxy-propyl)-2-^^ 

S-Chloit>N-(3-diethylamino-2-hydroxy-propyl>-2-(4-iodo-2-methyl- 

phenylamino)- benzamide; 
5-Fluoro-2-(4-iodo-2-methyl-phenylan^ 

benzamide; 
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5-Bromo-N-(3-hydroxy-propyl)-2-(44^ 
5-Broino-2-(4-iodo-2-me^ 

benzamide; 
N-{2-[Bis<2~hydroxy-ethyl>amino]-e^^ 

nitro- benzamide; 
5-Chloro-2^4-iCKio-2-methyl-phenylainino)-N-(2 

benzamide; 

5-Chlc^-N-(3Kiiethylamino-propyJ)-2-(4-iodo-2-methyl-phenyIai^ 
benzamide; 

5-Chloro-N-(2-diisopropylamino-ethyl)-2-(4-iodo-2-methyl-phen 

benzamide; 
5<:hloro-2-(4-iodo-2-methyU 

benzamide; 

2<4-Iodo-2-methyl-phenylamino>5-nitro-N-(2-piperidin-l-yl^ 
5-Bromo-2-(4-iodo-2-methyl-pheoiylamino)-N-(2-piperazin-l-yl-ethyl)- 
benzamide; 

N-(2-Diethylaraino-ethyl)-5-fluoro-2-(4-iodo-2-methyl-phenylamino) 
5-BromcKN-(3^methylarnino-propyl)-2-(4-iodo-2-methyl-phenylainino)- 
benzamide; 

N-(3-Hydroxy-propyl)-2-(44odo-2-methyl-phenylamino>-5-iutro-benzarnide; 

5-Huon>-N-(3-hydtoxy-propyO 
N-(3-Diethylamino-propyl)-5-fluor^ 
benzamide; 

N-(3-DietJiylamino-propyl)-2-(^iodo-2-methyl-phenylamino)-5-nitt^ 
5-BromcH2^44odo-2-methyl-phenylamino)"N-(2-morpholin-4-yl-ethyl)- 
benzamide; 

2-(4-Iodo-2-methyI*phenylamino)-S-nitro-N-(3«piperidm 
benzamide; 

[5-Huoro-2-(4-iodo r 2-methyl-phenylamino)-phenyl]-(3-hydroxy-py^ 
methanone; 
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5-Bromo-N-(2-diisopropylamino^^ 

benzamide; 
5-Huoro-2<4-iodo-2-methyl-phenylam^ 

benzamide; 

5-Huoro-2-(4-iodcH2-iiiBthyl-phenylamino)-N-(3-pipe 

benzamide; 
[5-Huoro-2<44odo-2-methyl-phenylam^ 

piperazin- l-yl]«jnethanone; 
N-(3-DiethylamincK24iydroxy-pr^ 

phenylamino)- benzamide; 
N-Cyclopropyl-5-fluoro-2-(4-iodo-2-methyl-phenylamino)-benzaniide; 
5-Chloio~N-(2-hydroxy^thyl)-2<^ 
5-Fluoio-N-(2-hydroxy^thyl)-2<4-iodo-2^ 

N-Benzyloxy-5-fluoio-2-(4-iodch2-methyl-phenylainino)-benzamide; 

N-Benzyloxy-5-bromCH2-(4-iodo-2-methyl-phenylainino)-benzard 

5-Brqmo-N<2-hydroxy^thyl)-2-(4-iodo-2-methyl-pheny]amino) 

N^2-Hydroxy^thyl)-5-iodo-2-(4~iodo-2-^^ 

N-(2-Hydroxy^thyl)-2<4-iodo-2^thyl^^ 

2-(4-Iodo-2-methyl-phenylamino>^ 

5-Chloro-N-cyclopropyI-2-(4-iodo-2-methyl-phenylamino)-ben2airdde; 
5-Huoro-2-(4-iodo-2-methyl-phe^ 

N-AUyl-5-fluoro-2-(4-iodo-2-methyl-phenylamino)-benzamide; 

N-Benzyloxy-5-iodo-2-(4-iodo-2-methyl-phenyla7iiino)-benz amide; 

N-AUyI-5<Uoro-2-(4-iodo-2-methyl-phenylamino)-benzamide; 

N-CyclopropyI-2-(4-iodo-2-methyl-phenyIamino)-5-nitro-benzainide; 

5-Bromo-N^yclopropyl-2<4-i^ 

5-CMoio-2-(4-iodo-2-methyl-phenylamino)-N^ 

N-Allyl-2-(4-iCHlo-2-methyl-phenylamino)-5-nitro-benzara 

N-Allyi-5-bromo-2-(4-iodo-2-methyl-phenylairdno)-benzamide; 

5-Huoro-2-(4-iQdo-2-methyl-phenylamino>^ 

N-Cyclopropyl-54odo-2-(4-iodo-2-methyl-pheny]amino)-benzamide; 
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5-Bromo-2-(4-iodo-2-methyl-phenylarm^ 

N-Ben2yIoxy-2-(44odo-2-methyl-phraylanu^ 

N~Cyclohexyl-5-iodo-2-(44cHiQ-2-m 

N-Allyl-54odo-2-(4-iodo-2-methyl"phenylamino>benzamide; 

5-Iodo-2-(4-iodo-2-m^ 

2<4-Iodo-2-methyl-phenylami^ 

5Jodo-2-(4-iodo-2-ii)ethyl-phenylamino^ 

N-Cyclohexyl-5-fluoro-2-(4-iodc^^ 

5-Chloro-N-cyclohexyl-2-(4-iodCH2-methyl-phenylamiTio>be^ 

5-Bromo-2K4-iodc>2-methyl-ph^ylai^ 

5-BromcnN^yclohrayl-2<4-iodo-2-methy^ 

5-Chloro-2-(4-iodo-2-methyI-phenylamjno^N-(3-methyl-benz 

N^yclohexyl-2-(4-iodcn2-methyl-phenylamino)-5-ni(ro-benzamid^ 

N-Benzy]oxy~5-bromo-2-(4-iodo-2-methyl-phenylamino)-benzamide; 

N-Benzyloxy"5-fluoro-2-(4-iodo-2-methyl-phenylaniino)-benzamide; 

5-Chloro-N<2-hydroxy-eihyl)-2-(4-iodo 

5-Bromo-N-(2-hydroxy-ethyl)-2-(4-iodo^ 

2-(4-Iod(>-2-methyl-phenylairdno>N-methyl-5-nitr^ 

5-Chloro-2^4-iodo-2-methyl-phenylami^^ 

N-(2-Hydroxy^thyl)-54odc^^ 

5-CMoro-N^yclopn)pyI-2^4-icdo-2-methyl-phenylainino)-benzai^ 

N-AllyI-5-chloro-2-(4~iodcH2-methyl-phen^^ 

5-Huoix>-2^4-iodo-2-methyl-phenyIa^ 

N-(2-Hydroxy^thyl)-2<4-iodcK2-methyl-phenylajrdno)-5-nitro^ 

5-Huoro-N-(2-hydix>xy^thyI)-2-^ 

5-Biomo-N-cyc]opropyl-2-(4-iodc>-2*methyl-phenylamino)-benzaim 

N-CyclopropyI»5"fluoro-2-(4^iodcH2-methyl-phenylamino)-benzaim 

N-Cyclopropyl-2-(4-iodo-2-methyl-phenylamino)-5"Ti]tro-benzamid^ 

N-Allyl-5-fluorcH2-(4-iodo~2-m^^ 

N-Benzyloxy-5-iodo-2-(4-iodo-2-^ 

N-Allyl-5-broniCH2-(4-iodo-2-methyl-phenylainino)-benzaOT 
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5-Bmmo-2-(4-iodo-2-methyl-phenylainino)-N-methyl-N-^ 
N-Allyl-2-(4-iodo-2-methyI-pte^ 
4-Fluoro-2-(4-iodo-2"inethyl-phenylamino)-beiizyl alcohol; 
[5-Chloro-2-(4-iodo-2-methyl"phenylamino)-phenyl]-methan 
t2-(4«Iodo-2-methyl-phenylamino)-5-nitro-phenyl]-me± 
[5-Bromo-2-(4-iodo-2-methyl-phenylamino)-phenyl]-methm and 
N-AIlyl-2<4-iodo-2-methyl-phenylamino)^ 
or a pharmaceutical^ acceptable salt, ester, amide, or prodrug thereof. 

Claim 8 (previously presented) The method of claim 6, wherein the MEK inhibitor is a 
compound of Formula (I) wherein (a) Ri is hydrogen, methyl, methoxy, fluoro, chloro, or 
bromo; (b) R2 is hydrogen; (c) R3, R4, and R5 independently are hydrogen, fluoro, chloro, 
bromo, iodo, methyl, methoxy, or nitro; (d) Rio and Rn independently are hydrogen or 
methyl; (e) 2 is COOR 7 , tetrazolyl, CONR^R?, CONHNR10R11, or CH2OR7; Re and.R? 
independently are hydrogen, C ^ alkyl, heteroaryl, or C 3.5 cycloalkyl optionally 
containing one or two heteroatoms selected from O, S, or NH; or R$ and R7 together with 
the nitrogen to which they are attached complete a 5-6 member cyclic ring optionally 
containing 1 or 2 additional heteroatoms selected from O, NH or N-alkyl; and wherein 
any of the foregoing alkyl or aryl groups can be unsubstituted or substituted by halo, 
hydroxy, methoxy, ethoxy, or heteroaryloxy. 

Claim 9 (original) The method of claim 8, wherein the MEK inhibitor i$ a compound of 
Formula (I) wherein: Z is COOR7; R7 is H, pentafluorophenyl, or tetrazolyl; R3 and R5 
are independently H, fluoro, or chloro; and R4 is fluoro. 

Claim 10 (previously presented) A method for treating arthritis comprising 
administering to a patient suffering from arthritis an effective antiarthritic amount of a 
MEK inhibitor, wherein the MEK inhibitor is a compound of Formula H 
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Br or! 




a 



n 



wherein: 

Rla is hydrogen, hydroxy, Ci-Cg alkyl, Ci-Cg alkoxy, halo, trifluoromethyl, or 



R-2a is hydrogen; 

R3 a , R4 a , and independently are hydrogen, hydroxy, halo, trifluoromethyl, 
Ci-Cg alkyl, C^-Cg alkoxy, nitro, CN, or (O or NH)m-(CH2) n -R9ai where 
Rg a is hydrogen, hydroxy, CO2H or NRjoa^l la- 

n is 0-4; 

misOor 1; 

RlOa Rj i a independently are hydrogen or Ci-Cg alkyl, or taken together 
with the nitrogen to which they are attached can complete a 3- to 
10-member cyclic ring optionally containing one, two, or three additional 
heteroatoms selected from O, S, NH, or N-Cj-Cg alkyl; 

Rga is hydrogen, C\-Cg alkyl, (CO)-Ci-Cg alkyl, aryl, aralkyl, or 
C3-C10 cycloalkyl; 

R7a is hydrogen, Ci-Cg alkyl, C2-C8 alkenyl, C2-Cg alkynyl, 

C3-C10 (cycloalkyl or cycloalkyl optionally containing a heteroatom 
selected from O, S, or NR(j a ); 

and wherein any of the foregoing alkyl, alkenyl, ary], heteroaryl, heterocyclic, and 
alkynyl groups can be unsubstituted or substituted by halo, hydroxy, C1-C6 
alkoxy, amino, nitro, Q-CU alkylamino, di(Ci-C4)alkylamino, C 3 -Q 
cycloalkyl, phenyl, phenoxy, C3-C5 heteroaryl or heterocyclic radical, or 
C3-C5 heteroaryloxy or heterocyclic radical-oxy; or R6a 311(1 R 7a taken 



CN; 
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together with the N to which they are attached can complete a 5- to 
10-membered cyclic ring, optionally containing one, two, or three 
additional heteroatoms selected from O, S, or NRiOa^llaJ 
or a pharmaceutical^ acceptable salt, ester, amide or prodrug thereof. 

Claim 11 (original) The method of Claim 10, comprising a MEK inhibitor having a 
structure of Formula (II) wherein: (a) R Xa is H, methyl, fluoro, or chloro; (b) is H; 
Ria, Rfe and Rs a are each H, CI, nitro, or F; (c) R* a is H; (d) R 7a is methyl, ethyl, 2- 
propenyl, propyl, butyl, pentyl, hexyl, cyclopropylmethyl, cyclobutyl methyl, 
cyclopropylmethyl, or cyclopropylethyl; and (e) the 4' position is I 7 rather than Br. 

Claim 12 (original) The method of claim 11, comprising a MEK inhibitor having a 
structure of Formula (II) wherein: R4a is F at the 4 position, para to the CO-N-R^-ORTa 
group and meta to the bridging nitrogen; at least one of Rj* and Rsa is F or CI; and Ri n is 
methyl or chloro. 

Claim 13L.(previously presented) The method of Claim 10, comprising a MEK 
inhibitor having a formula selected from: 

4-Ruoro-N-hydroxy-2^4-iodCH2-methyl-phenylamino)-ben2amide; 

4-FIuoiX>-2-(44odcH2-methyl-ph^ 

4-Fluorc^2<4-iodo-2-methyl-phenylamino)^ 

4-Huoro-2-(4-iodo-2-methyl-phenylamm 

4-Huoro-2-(4-iodo-2-me1hyl-phenylamino)-N-(2-thienylmethoxy>ben2amide; 

4-Huoro-2-(4-iodo-2-methyl-phenylamino)-N-(prop-2-enyloxy)-benzainide; 

4-Huoro-2-(4-iodo-2-methyI-phenylaim 

4-Huoro-2-(4-iodo-2-methyl-phenylaim 

3,4-Difluorck2<4-iodo-2-methyl-phenyl 

3,4^IMfluoro-2-(4-iodo-2-methyl-phenylamino)-N^thoxy-benzamide; 
3,4-Difluoro-2-(4-iodCH2-methyl-p^ 

3,4-Difluoro-2-(4-iodo-2-methyl-phenylainino)-N-(cyclopropylmethoxy)- 
benzamide; 
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3,4-Difluoio-2-(4-iodo-2-meihyl-phenyIainino>N-(l-ii^ 

benzamide; 
3A-I>ifluoro-2<44odo-2-methyl-phenyl 

benzamide; 
3/4-DifluorcK2-(4-iodo-2-me^ 

4-ynyloxy)-benzamide; 
3 > 4-Difluoro-2-(4-iodo-2-methyl-phenyIamino)-N-(piop-2-^ 
3,4-Difluor<>-2-(4-iodc^2Hnethy^^ 

3,4-Difluoro-2-(4"iodo-2-memyl-phenylamino>N^cyc]obutyloxy)-b 
3 > 4-Difluoro-2-(4-iodo-2-methyl-phenylamino)-N^2-tHenylmett 

benzamide; 
3,4-Difliwro-2-(4-iodc^ 

benzamide; 
3.44)ifluoro-2K4-iodo~2-methyl-phenyl 
3,4-Difluoro-2<4-iodo-2-melhyl-phe^^^ 

3,4-Difluoro-2-(4-iodo-2-niethyl-phenylamino)-N-(but-3-ynyloxy>be 
3 ,4~Difluoro-2-(4-iodo-2-me%^^ 
3/l-Difluoro-2<4-iodo~2-methyl-p^ 

2-ynyloxy)-benzamide; 
5-Bromo-3/1--difluoix>"N-hycto^ 

5-BromCH3 ) 4-difluoro-2-(44odo-2-methyl-phenylamino>N-(n-propoxy)- 
benzamide; 

5-Bromo-3 J 4^ifluorCHN-(furan-3-ylmethoxy>2-(4-iodo-2-rt 
benzamide; 

5-Bromo-N-(but-2-enyloxy)-3,4^fluoro-2-(4-iodo-2-methyl-phenylan^ 

benzamide 
5-Bromo-N-butoxy-3,4-difluoi^ 

5-Bromo-3,4-difluoro-2-(4-iodo-2-methyl-phenylamino)-N-(3-methyl-but- 

2-enyloxy)-benzamide; 
5-Bromo^4-difluoix>-2<4~iodo-2-metty 

4-ynyloxy)-benzamide; 
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5-Bn>moO,4-difluoro-2<44odo^^ 

3-methyl-pent-2-en-4-ynyloxy]-beiizamide; 
5-Bromo-3A-difluoro-2<4-iodo-2-methyl^ 

benz amide; 
5-Bromo-3,4KKfluoio-2-(4-io^^ 

phenyl)-prop-2-ynyloxy]-benzamide; 
5-Brorao-3,4Hiifluoro-2-(44odo-2-methyl-phenylamino)-N-(thiopen 

2- yImethoxy)-benzamide; 
5-Bromo-3,4-difluoro-2-(4-iodo-2-methyl-phenylamino)-N-(pyri 

3- ylmethoxy)-benzamide; 

" 5-BromCK3-4^fluott5-2-(4-iodo-2-methyl-phenylairdno)-^ 

prop-2-ynyloxy) -benzamide; 
5-Brom<>3 3 4-afluoro-2-(4-iodo-^ 

5-Bromo-3 s 4^fluoio-2-(4-ic>do-2-methyl-phenylamino)-N- 

(cycl opropylmet3ioxy)-benzamide; 
5-Bromo-3,4-difluoro-2-(44odo-2-methyl-phenylanuno)-N-(isopropoxy)- 

benzamide; 

5-BromcK3 t 4-difluoro-2-(4-iodo-2-methyl-phenylamino)-N-but-3-yn 

benzamide; 
5-CMoro-N-hydroxy-2-(4-iodo-2-^ 
5-Chloro-2-(4-iodo-2-methyl-phenyl^ 

benzamide; 

5-Chloro-2-(4-iodo-2-methyl-phenylanuno)-N-methoxy-benzanu 
4-Bromo-2-(4-iodo-2-methyl-phenylainino)^ 

4- Huoro-2<4-icKlo-2-methyl«phenylaroiTio)-N-phenylmethoxy-be 

5- Fluoro-N-hydroxy-2-(4-iodo-^^ 
5Jodo~2-(4"iodo-2-methyl-phenyla^^ 
5-Fluoro-2^4~iodo-2-methyl-phenylam 

benzamide; 
3,4-IMfluoro-2-(4-bromo-2-methy]^^ 
benzamide; 
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3,4~Difluon^2^4~bromo-2-methyl^ 
benzamide; 

3,4-I>ifluoro-2^bromo-2-methyl-phenylainino>N-(2-tW 
benzamide; 

3,4-Difluoro-2-(4-bromo-2-methyl-phenylamino)-N-(but-3-yny]oxy 
3,4-Difluoro-2K4~bromo-2-methyl-phenyla • 

benzamide; 
3/J-Difluoit>~2K4-bromo-2-m^ 

3 1 4-Difluoro-2-(4-bromo-2~methyl-pheiiylairdno)-N-(methoxy^ 

3,4-Difluoro-2-(4-bromo-2-methyl-phenylamino)-N-(ethoxy)-benzamide; 

3,4-Difluoro-2^4-bromo-2-methyl-phenyl^ 

3,4-Difluoio-2-(4-brorao-2-methyl-phenylamino)-N<isopropoxy)-benzainid^ 
3,4-Difluoro-2^4-bromo-2-methyl-pheiiylamino)-N-(2-phenoxyethoxy)- 
benzamide; 

3 T 4-Difluoix^2^4-bromo-2-methyl-phenylainino)-N-(cyclopropylmethoxy) 
benzamide; 

3,4-DifluorcK2-(4-bromo-2-methyl-phenylamino)-N-(n-pix»poxy>benzamid 
3,4-Difluoro-2-(4-bromo-2-methyl-p^ 
benzamide; 

3,4-Difluoro-2-(4-bromo-2-methyl-phenylamino)-N-(3-(3-fluorophenyI)-prop- 

2-ynyioxy)-benz amide; 
3,4-DifluoiX^2^4-bromo-2-methyl-phenylamino)-N-(4 T 4-dimethylpent- 

2-ynyloxy)-benzamide; 
3 f 4-DifluorCH2-(4-bromo-2-methyl^ 
3A5-Trifluoro-N-hydroxy-2^4-i^ 
5-C^loro-3,4-difluoro-N-hydioxy-2-(4-i^^ 
5-Bromo-3,4-difluoro-2^2-fluorc^ 
N-Hydroxy-2-(4-iodo-2-methyl-ph^ 

3 > 4,5-Trifluoro-2-(2-fluoro^iodo-phenylamino)-N-hydroxy-benza^ 

5-Chloro-3,4-difluoio-2^2-fluoro^^ 

5-Bromo-2-(2^hloro^iodo-phenylamino)-3 s 4-difluor^ 
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2-(2-FluorQ^iodo-phenylamino>N-hyd™ 

2^2-Chloio^-iodCHphenylam 

5^hloro-2-(2-cM(m)-4-iodo-phenylai^ 

5-Bromo-2-(2-bromCH^iodo-phenylamino^ 

2-(2^Mcn:o^iodo-phenylanrino)-N-hycto^ 

2-(2-BromcH4-iodo-phenylamino)-3A5"triflaoro-N-hy 

2-(2-Bromo^iodo-phenylai^ 

2-(2-Bromo^iCKio-phenylan^ 

4- Huoro-2-(2-fluoro^-iodo-phenylaim^ 
3,4-Difluoro-2-(2-fluon>4-iodo 
2-(2-Chloro^-iodo-phenylainino)-4-fluoro^^ 
2-(2-Chloro^iodc>phCTylamino)-3,4-difluora-N-hydroxy-benzanu 
2-(2-Bromo-4-iodo-phenylanuno)^-fluoro-N-hydroxy-tenzam 
2-(2-Bromo^-iodo-phenylamino)-3,4^fluoix)-N-hydroxy-benzamide; 
N-Cyclopropylmethoxy-3A5~triflucn^^ 

benzamide; 

5- CMoro-N^yclQpropylmethoxy-3 4 4-^ 

benzamide; 
5-Bromo-N-cycIopropylmethoxy-3,4-difl^^ 

benzamide; 
N-Cyclopropylmethoxy-2-(4~iodo-2-me 
N-Cyclopropylmethoxy-3A5-tri^ 

benzamide; 
5-ChlorCHN^yc!opropylmethoxy-3,4-difl^ 

benzamide; 
5-Bromo-2-(2^hloir>^iodo-phenylaiiu^^ 

benzamide; 
N-Cyclopropylmethoxy-2-(2-fluoro^io^ 

2-(2-CMoro^-iodo-phenylamino)-N^yclopropylmethoxy-3,4,5--trifluoro- 
benzamide; 
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5-CUon>-2-(2^hloro^iodo-phenylaimno)-N^ 
benzamide; 

5-Bix>mo-2-(2-bromo^-iodo-pheny]amino)-^^ 
2-(2-Chloit^-iodo-phenylamino)-N-ethoxy^nitro 
2^2-Bromo4-iodo-phenylamino)-^^ 
benzamide; 

2-(2-Bromo^odo-phenylairrino>5-chlOTo-N^^ 
benzamide 

2-(2-Bromo-4-iodo-phenylamino)-N^yclopropy 
N-CycIopropylmethoxy^fluoro-2-(2^ 

N-CyclopropyImethoxy-3 ,4-difluoxo-2-(2-fluon>4-iodo-phenylamino)- 
benzamide; 

2-(2-Chloro^-iodc^phenylamino)-N^yclopropylmethoxy^-fluor^ 
2-(2-Chloro-4-iodo-phenylaim^ 
benzamide; 

2-(2-BromcMWodcKphenylamino)-N^yclopro^ 
and 

2-(2-BromcH4-iodo-phenylamino>N<yclopropylmcthoxy-3,4^fluoro^ 
benzamide; 

or a pharmaceutical^ acceptable salt, ester, amide, or prodrug thereof 

Claim 14 (previously presented) The method of claim 1, comprising a MEK inhibitor 
having a structure selected from: 

2^2^Uoro^iodophenylamino)-5-chloro-N-cyclopropylmethoxy -3,4- 
difluorobenzamide; 

2<4-iodophenylamino>N^yclopropylmeft^ 

2-(4-iodophenylamino>5^Moio-3,4-difluorobenzoicacid; 

2-(2<hloro^-iodophenylaniino)-5-chloro-3 l 4-difluorobenzoicacid; 

5-cMoro-3,4-difluoro-2-(4-iodo-2-methylphenylamino)-benzoic acid; and 

5-chloro-N-cyclopropylraethoxy -3,4-difluoro-2-(4-iodo-2-methy]phenylainino)- 
benzamide; 
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or a pharmaceutical^ acceptable salt, ester, amide, or prodrug thereof. 

Claim 15 (previously presented) A method of treating arthritis in a patient in need of 
treatment, or suspected of developing arthritis, said method comprising the step of 
administering an effective antiarthritic amount of a compound selected from: 
2-(2<Moro^iodophenylamino)-N^ycto^ 
2-(2-MethyM-iodophenylamino)-N«hydroxy^-fluorobenzamide; 
2-(2-Methyl^iodophenylaimno)-N-hy 
2-(2-Methyl^iodophenyIamino)-N-cyclopro^ 

5-bromobenzamide; 
2- (2-Methyl-4-i odophenylamino)-N-cyclobutylmethoxy-3 ,4-difIuoro- 

5-bromobenzamide; 
2-(2-Chloro^iodophenylamino)-N^yclopropylmethoxy-3,4-difluoro- 

5-bromoben2amide ; 
2-(2-Chloro^4odophenylamino)-N-hydro^ 
2-(2-Chloro4-iodophenylamino)-N-cycloto 
2-(2-CWoro^iodophenylamino)-N-hydroxy^-fluorobenzainide; 
2-(2-Methyl^iodophenylamino)-N-hydroxy-3,4-difluoroben2amide; 
2-(2-Methyl-4-i odophenyl amino)-N-cyclopropylmethoxy- 

3,4,5-trifluorobenzamide; and 
2-(2-CMoro^iodophenylamino)-N^yclc^^ 
or a pharmaceutical^ acceptable salt, ester, amide, or prodrug thereof. 

Claim 16 (previously presented) The method of Claim 15 wherein said compound is 
selected from 

2-(2-chloro^-icKlophenylamino)-N<yclopropylmethoxy-3,4^fluorobenzamide^ 
2-(2-Methyl-4-iodophenylamino)"N-cyclopropylmethoxy- 

3,4,5-trifluorobenzamide; and 
2^2<Moro^-iodophenylamino)-N^yclopropy 
or a pharmaceutical^ acceptable salt, ester, amide, or prodrug thereof* 
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Claim 17 (previously presented) A method of treating or reducing the risk of arthritis 
in a patient in need of treatment, or suspected of developing arthritis, said method 
comprising the step of administering an effective antiarthritic amount of 2-(2~Chloro-4- 
iodophenylamino)-N^ycIopropyliiteth^ or a pharmaceutically 

acceptable salt thereof. 

Claim 18 (previously presented) The method of Claim 8, wherein the MEK inhibitor is 
a compound of Formula (I) wherein: Z is COOR 7 ; R? is H, pentafluorophenyl, or 
tetrazolyl; and R 3 , R4, and R 5 are independently H, fluoro, or chloro. 

Claim 19 (previously presented) The method of Claim 8, wherein the MEK inhibitor is 
a compound of Formula (I) wherein: Z i$ COOR 7 ; R7 is H, pentafluorophenyl, or 
tetrazolyl; and R 3 , R4, and R 5 independently are fluoro. 

Claim 20 (previously presented) A method for treating rheumatoid arthritis comprising 
administering to a patient suffering from rheumatoid arthritis a therapeutically effective 
amount of 2-(2-Chloro^-iodophenylamino)-N-cyclopropylmethoxy-3,4- 
difluorobenzamide, or a pharmaceutically acceptable salt thereof. 

Claim 21 (previously presented) A method for treating osteoarthritis comprising 
administering to a patient suffering from osteoarthritis a therapeutically effective amount 
of 2-(2-Chloro^-iodophenylamino)-N^yclo or a 

pharmaceutically acceptable salt thereof. 

Claim 22 (previously presented) The method for treating arthritis of Claim 6 wherein 
the arthritis is rheumatoid arthritis. 

Claim 23 (previously presented) The method for treating arthritis of Claim 6 wherein 
the arthritis is osteoarthritis. 



PAGE 21128 1 RCVD AT 10120/2005 8:42:16 AM [Eastern Daylight Time] 1 SVR:llSPTO€FXRF-6/27 1 DNB:2738300 1 CSID: 1 DURATION (mm-ss):06-04 



Oct-20-2005 08:46am From- 



T-804 P. 022/028 F 



09/868,120 



-21- 



5968-Ol^SMH 



Claim 24 (previously presented) A method for treating arthritis, the method 



amount of a MEK inhibitor, wherein the MEK inhibitor is a compound selected from: 
2<4-Iodo-2-methyl-phenylair^ 
5-HuorcH2-(44odo-2-methyl-pte 
5-Iodc^2K44odo-2-methyl-phenylamino)-N-(^ 
5-Bromo-2-(44odo-2-methyl-phenylamm^ 
2<4-Iodo-2-methyl-phenylamino)-5-nitro^ 
5-Huoro~2<44odo-2-methyl-phenylamm^ 
and 

5-Bromo-2-(4-iodo-2-methyl-phenylamino>^ 
or 

a pharmaceutically acceptable salt, ester, amide, or prodrug thereof. 

Claim 25 (previously presented) The method for treating arthritis according 
to claim 10, wherein Ri» is H, methyl, fluoro, or chloro; is H; the 4' position is 
I, rather than Br; R4a is F at the 4 position, para to the CON-R^a-OR^a group and 
meta to the bridging nitrogen; and R^a or Rsa is F. 

Claim 26 (previously presented). The method for treating arthritis according to claim 
25 > wherein the MEK inhibitor is a compound of Formula II 



comprising administering to a patient suffering from arthritis an effective antiarthritic 




wherein: 



the 4' position is I, rather than Br; 
Rj a H, methyl, fluoro, or chloro; 
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R2a is hydrogen; 

R3 a or R/$ a is F and the other of R3 a or R5 a independently is hydrogen, hydroxy, 
halo, trifluoromethyl, Ci-Cg alkyl, Ci-Cg alkoxy, nitro, CN, or 
(O or NH^-fCH^n-Rpa' where R<j a is hydrogen, hydroxy, CO2H or 
NRlOa^lla; 

R4 a is F at the 4-position, para to the CO-N-R* a -OR7a group and meta to the 

bridging nitrogen; 
n is 0-4; 
mis 0 or 1; 

RlOa and Rj j a independently are hydrogen or Cj-Cg alkyl, or taken together 
with the nitrogen to which they are attached can complete a 3- to 
10-member cyclic ring optionally containing one, two, or three additional 
heteroatoms selected from O, S, NH, or N-Ci-Cg alkyl; 

Rfois H; 

R7 a is hydrogen, Cj-Cg alkyl, C2-Cg alkenyl, C2-Cg alkynyl, 

C3-C10 (cycloalkyl or cycloalkyl optionally containing a heteroatom 
selected from O, S, or NR9a); 
and wherein any of the foregoing alkyl, alkenyl, aryl, heteroaryl, heterocyclic, and 
alkynyl groups can be unsubstituted or substituted by halo, hydroxy, C1-C6 alkoxy, 
amino, nitro, Q-C4 alkylamino, di(Ci<^)a!kylamino 7 C3-C6 cycloalkyl, phenyl, phenoxy, 
C3-C5 heteroaryl or heterocyclic radical, or C 3 -C 5 heteroaryloxy or heterocyclic radical- 
oxy; or Rg a and R7 a taken together with the N to which they are attached can complete a 

5- to 10-membered cyclic ring, optionally containing one, two, or three additional 
heteroatoms selected from O, S, or NRjoaRlla* 

Claim 27 (previously presented) The method for treating arthritis according to claims 
25 or 26, wherein the arthritis is rheumatoid arthritis. 
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Claim 28 (previously presented) The method for treating arthritis according to claims 
25 or 26, wherein the arthritis is osteoarthritis. 
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